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DETAILED ACTION 

Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .1 7(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicants' submission filed on August 
20, 2010 has been entered. 

Claims 43-50 have been examined on the merits. 

Applicants' arguments filed August 20, 2010 have been fully considered but they 
are not deemed to be persuasive. Rejections and/or objections not reiterated from 
previous office actions are hereby withdrawn. The following rejections and/or 
objections are either reiterated or newly applied. They constitute the complete set 
presently being applied to the instant application. 

Response to Arguments 

Applicants' arguments filed September 3, 2010 have been fully considered but 
they are not persuasive. Applicants' assert that the references submitted provide 
evidence that unless appropriately diagnosed, neuropathic pain (NP) is not necessarily 
present in any given patient, such as the cancer patients of Nickel et al. Applicants' 
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paraphrase Dworkin et al. stating "[appropriate diagnosis and assessment are critical to 
the successful treatment of NP". In response, Grond et al. teach that there are two 
types of pain, nociceptive and neuropathic.(page 16, column 1). Further, that 
neuropathic pain syndromes are one of the major problems of cancer pain treatment. 
Grond et al. teach employing an opioid analgesic (such as morphine) and non-opioid 
analgesics for the treatment of neuropathic pain stemming from cancer (see abstract 
and see table 1 ). Nickel et al. teach that flupirtine is a centrally acting analgesic (see 
introduction) and teach administration of flupirtine in combination with morphine for 
treatment of pain wherein it was demonstrated that the combination provided an 
increase in analgesic activity and furthermore flupirtine weakens morphine induced 
tolerance, physical dependence and behavior changes (see methods/results). It further 
states that flupirtine enhances the analgesic effects of opioids and this is confirmed in 
studies on cancer patients (see discussion). One skilled in the art, such as a pain 
management specialist, would have been motivated to employ the combination of 
flupirtine and an opioid, such as morphine, for treatment of cancer pain, such as 
neuropathic pain, motivated by the teaching of Grond et al. who teach that there both 
nociceptive and neuropathic pain treatment follow the same principals for cancer pain 
relief (page 16, column 1) and teach employing an opioid analgesic (such as morphine) 
and non-opioid analgesics for the treatment of neuropathic pain stemming from cancer 
(see abstract and see table 1 ). The artisan would be motivated to determine all 
operable and optimum conditions, including the treatment of neuropathic pain, such as 
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cancer pain comprising administering the combination of flupirtine and an opioid, such 
as morphine. 

In the remarks dated August 20, 2010, Applicants' assert that the cited 
references fail to provide a reasonable expectation of success for methods of treating 
neuropathic pain and asserts that Nickel et al. do not even mention neuropathic pain 
and "at best, they suggest an enhanced effect for the combination of flupirtine and an 
opioid in treating nociceptive pain. In response, Applicants' exemplify cancer pain as 
the model for neuropathic pain. Nickel et al. teach that flupirtine enhances the 
analgesic effects of opioids and this is confirmed in studies on cancer patients (see 
discussion). The secondary reference, Grand et al., teach that neuropathic pain 
syndromes are one of the major problems of cancer pain treatment. Further, Grand et 
al. teach that both nociceptive and neuropathic pain treatment follow the same 
principals for cancer pain relief (page 1 6, column 1 ) and teach employing an opioid 
analgesic (such as morphine) and non-opioid analgesics for the treatment of 
neuropathic pain stemming from cancer (see abstract and see table 1). Applicants' 
state that the Bennet et al. and Kim et al. references teach that neuropathic pain differs 
from other types of pain. In response, Grand et al. teach that there are two types of 
pain, nociceptive and neuropathic and treatment follows the same principles (page 16, 
column 1 and table 1 , page 1 6). Grand et al. further teach that the taxonomy of 
neuropathic pain syndromes is not uniform, as the concept of neuropathic, neurogenic, 
deafferentation, dyasthetic and non-nociceptive pain have been used often 
synonymously (page 1 8, column 2). Grand et al. further teach that the difference of the 
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mean pain intensity between nociceptive, mixed and neuropathic pain was not 
statistically significant and data cannot confirm the common belief that neuropathic pain 
is more severe than nociceptive pain (page 18, column 2). 

Applicants' allege that an argument of inherency was relied on. In response, the 
rejection is one of obviousness, not anticipation. Applicants' introduces U.S. Patent 
5,521 ,178 to Nickel et al. as evidence of non-obviousness because of "the conspicuous 
absence of any mention of neuropathic pain or even cancer pain in the '178 patent, 
combined with the use of animal models associated with nociceptive pain". Applicants' 
also asserts that the Nickel et al. '178 patent "casts doubt on the credibility" of the 
studies in cancer patients in the Nickel et al. that is relied upon in the rejection herein. 
Applicants' have provided no evidence other than speculation, so this assertion will not 
be addressed. As explained supra, it is recognized that Nickel et al. does not teach 
neuropathic pain per se. However, Nickel et al. teach treatment of cancer pain. Grond 
et al. teach, inter alia, 

1 . There are two types of pain, nociceptive and neuropathic : 

2. Neuropathic pain syndromes are one of the major problems of cancer pain 
treatment (abstract); and 

3. The difference of the mean pain intensity between nociceptive, mixed and 
neuropathic pain was not statistically significant and data cannot confirm the common 
belief that neuropathic pain is more severe than nociceptive pain (page 18, column 2). 

Nickel et al. teach that flupirtine is a centrally acting analgesic (see introduction) 
and teach administration of flupirtine in combination with morphine for treatment of pain 
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wherein it was demonstrated that the combination provided an increase in analgesic 
activity and furthermore flupirtine weakens morphine induced tolerance , physical 
dependence and behavior changes (see methods/results). It further states that 
flupirtine enhances the analgesic effects of opioids and this is confirmed in studies on 
cancer patients (see discussion). One skilled in the art, such as a pain management 
specialist, would have been motivated to employ the combination of flupirtine and an 
opioid, such as morphine, for treatment of cancer pain, such as neuropathic pain, 
motivated by the teaching of Grand et al. who teach that there both nociceptive and 
neuropathic pain treatment follow the same principals for cancer pain relief (page 16, 
column 1) and teach employing an opioid analgesic (such as morphine) and non-opioid 
analgesics for the treatment of neuropathic pain stemming from cancer (see abstract 
and see table 1). The artisan would be motivated to determine all operable and 
optimum conditions, including the treatment of neuropathic pain, such as cancer pain 
comprising administering the combination of flupirtine and an opioid, such as morphine. 

Applicants' assert that synergistic effects of the presently claimed subject matter 
are greater than expected from the art to an unobvious extent. In response, Nickel et al. 
teach that the combination of morphine and flupirtine provided an increase in analgesic 
activity and furthermore flupirtine weakens morphine induced tolerance , physical 
dependence and behavior changes (see methods/results) and flupirtine enhances the 
analgesic effects of opioids and this is confirmed in studies on cancer patients . Thus, 
Nickel et al. recognizes the same synergism. Applicants' state that there is no technical 
or mechanistic reason to expect these synergistic analgesic effects in the absence of 
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overt sedation and reasons that common sense suggests that when combining two 
agents with shared side effects, that one having ordinary skill in the art would expect a 
magnification of said side effects. In response, Nickel et al. teach flupirtine weakens 
morphine induced tolerance, physical dependence and behavior changes (see 
methods/results). Further, Grand et al. teach mostly non-opioid and opioid analgesics 
were used as a combination in all types of pain, including neuropathic pain stemming 
from cancer (page 17, column 2). 

Addressing the references provided by Applicants' as proof that, for example, 
paracetamol/codeine has caused significantly higher proportion of side effects 
compared to each agent alone; this appears to be anecdotal evidence because these 
agents are well-known for treatment of pain when administered together and provides 
relief of pain by two different mechanisms. Codeine is a weak u-opiate receptor agonist 
and the majority of its analgesic affect is due to metabolism to morphine. Opiate 
analgesia is mediated through changes in the perception of pain at the spinal cord and 
higher levels in the CNS. Opiate analgesics also alter the emotional response to pain. 
The stimulatory effects of opioids are the result of 'disinhibition' as the release of 
inhibitory neurotransmitters such as GABA and acetylcholine is blocked. 
Acetaminophen acts primarily in the CNS and increases the pain threshold by inhibiting 
cyclooxygenase, an enzyme involved in prostaglandin (PG) synthesis. Acetaminophen 
inhibits both isoforms of central cyclooxygenase, COX-1 and COX-2. Acetaminophen 
weakly inhibits PG synthesis in peripheral tissues, which is the reason for its lack of 
clinical useful peripheral anti-inflammatory effects. The antipyretic activity of 
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acetaminophen is exerted by blocking the effects of endogenous pyrogen on the 
hypothalamic heat-regulating center by inhibiting PG synthesis (see monograph at 
http://rx-s.net/weblog/more/acetaminophen-codeine/ ). Applicants' argue that Nickels et 
al. provide no technical reason to alter the expectation that the combination will cause 
side effects, such as sedation, somnolescence, nausea or similar-side effects. In reply, 
Nickels et al. teach flupirtine weakens morphine induced tolerance, physical 
dependence and behavior changes (see methods/results). Further, addressing side 
effects, such as sedation, Perovic et al. teach that flupirtine is a clinically safe 
compound with drowsiness reported in only 10% of cases (page 373, column 2). Since 
the dosage of the opioid is not disclosed, then the claim encompasses an almost 
negligible amount of opioid and as such overt sedation would not occur since it is dose 
related. Addressing arguments drawn to synergism, please refer to arguments 
answered supra on pages 6-7. 

Applicants' are in disagreement with the Examiner's remarks drawn to the 
Declaration in the last office action wherein it was remarked that the references fail to 
show certain features of Applicants' invention, it is noted that the features upon which 
Applicants' rely (i.e., flupirtine in combination with an opioid allows a 90% reduction in 
the amount of either drug in order to obtain an analgesic effect for neuropathic pain) are 
not recited in the rejected claim(s). Although the claims are interpreted in light of the 
specification, limitations from the specification are not read into the claims. See In re 
Van Geuns, 988 F.2d 1 181, 26 USPQ2d 1057 (Fed. Cir. 1993). Applicants' state that 
the specification exemplifies the effect of this combination in a variety of models of 
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neuropathic pain under a variety of representative conditions and dosages and 
therefore correlate with the scope of the instant claim. In response, it is well established 
that the specification teaches an invention, whereas the claims define the right to 
exclude. SRI Int'l v. Matsushita Bee. Corp. of Am., 775 F.2d 1 107, 1 121 [227 USPQ 
577] n. 14 (Fed. Cir. 1985). 



Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 49 and 50 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claim 50 recites the limitation "the method of claim 49 wherein the cancer is 
selected from alopecia, ataxia-telangiectasia, Fanconi anaemia, histiocytosis, human 
papilomavirus, hydatidiform mole, hypercalcemia, Langerhans cell histiocytosis, Li- 
Fraumeni Syndrome, lymphedema, mycosis fungoides, nijmegen breakage syndrome, 
polycythemia vera, Rothmund-thomson syndrome, schwannoma and uroplakins. There 
is insufficient antecedent basis for these limitations in the claim because none of the 
above conditions are conditions are cancerous conditions. 

The term "rare-cancers-and-associated-disorders" in claim 50 is a relative term 
which renders the claim indefinite. The term is not defined by the claim, the specification 
does not provide a reasonable standard for ascertaining the requisite degree, and thus 
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one of ordinary skill in the art would not be reasonably apprised of the scope of the 
invention. Since no guidance is provided as to how common a cancer can be and still 
fall within the scope of the instantly claimed subject matter as circumscribed by the term 
"rare cancer", the metes and bounds of the term are not clear, making it impossible to 
ascertain with reasonable precision when that term is infringed and when it is not. 

Further, the term "associated disorders" in claim 50 are not defined, rendering 
the claim indefinite because the metes and bounds of the term are not clear, making it 
impossible to ascertain with reasonable precision when that term is infringed and when 
it is not. 

Where Applicant acts as his or her own lexicographer to specifically define a term 
of a claim contrary to its ordinary meaning, the written description must clearly redefine 
the claim term and set forth the uncommon definition so as to put one reasonably skilled 
in the art on notice that the Applicant intended to so redefine that claim term. Process 
Control Corp. v. HydReclaim Corp., 190 F.3d 1350, 1357, 52 USPQ2d 1029, 1033 (Fed. 
Cir. 1999). The term "cancer" in claim 49 is used by the claim to mean "alopecia, 
ataxia-telangiectasia, Fanconi anaemia, histiocytosis, human papilomavirus, 
hydatidiform mole, hypercalcemia, Langerhans cell histiocytosis, Li-Fraumeni 
Syndrome, lymphedema, mycosis fungoides, nijmegen breakage syndrome, 
polycythemia vera, Rothmund-thomson syndrome, schwannoma and uroplakins", while 
the accepted meaning is "General term frequently used to indicate any of various types 
of malignant neoplasms, most of which invade surrounding tissues, may metastasize to 
several sites." The term is indefinite because the specification does not clearly redefine 
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the term. None of the above recited maladies fall within the well-known definition of 
cancer. 



Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

This application currently names joint inventors. In considering patentability of 

the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 

the various claims was commonly owned at the time any inventions covered therein 

were made absent any evidence to the contrary. Applicants' are advised of the 

obligation under 37 CFR 1 .56 to point out the inventor and invention dates of each claim 



that was not commonly owned at the time a later invention was made in order for the 
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examiner to consider the applicability of 35 U.S.C. 1 03(c) and potential 35 
U.S.C. 102(e), (f)or (g) prior art under 35 U.S.C. 103(a). 

Claims 43-45, 48 and 49 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Nickel et al. (U) Regional Anesthesia and Pain Medicine: 
July/August, 1993, Vol. 18 No. 4 Page 4) and Grand et al. (V) (Pain, 79 1999 15-20) 

Nickel et al. teach that flupirtine is a centrally acting analgesic (see introduction) 
and teach administration of flupirtine in combination with morphine for treatment of pain 
wherein it was demonstrated that the combination provided an increase in analgesic 
activity and furthermore flupirtine weakens morphine induced tolerance, physical 
dependence and behavior changes (see methods/results). It further states that 
flupirtine enhances the analgesic effects of opioids and this is confirmed in studies on 
cancer patients (see discussion). 

Nickel et al. does not teach specifically treatment of neuropathic pain. 

Grand et al. teach that there are two types of pain; nociceptive and neuropathic 
(page 1 6, column 1 ). Further, that neuropathic pain syndromes are one of the major 
problems of cancer pain treatment. Grand et al. teach employing an opioid analgesic 
(such as morphine) and non-opioid analgesics for the treatment of neuropathic pain 
stemming from cancer (see abstract and see table 1). 

Grand et al. does not teach administration of flupirtine. 
It would have been obvious to employ the combination of flupirtine and an opioid 
analgesic, such as morphine for the treatment of neuropathic pain, especially from 
cancer pain, motivated by the teaching of Nickel et al. who teach that flupirtine is a 
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centrally acting analgesic (see introduction) that enhances the analgesic effects of 
opioids, such as morphine for treatment of cancer pain, and the teaching of Grond et al. 
who teach that neuropathic pain syndromes are one of the major problems of cancer 
pain treatment and teach that opioids are often combined with non-opioid agents in the 
treatment of cancer pain. One skilled in the art, such as a pain management specialist, 
would have been motivated to employ the combination of flupirtine and an opioid, such 
as morphine, for treatment of cancer pain, such as neuropathic pain, motivated by the 
teaching of Grond et al. who teach that there both nociceptive and neuropathic pain 
treatment follow the same principals for cancer pain relief (page 1 6, column 1 ) and 
teach employing an opioid analgesic (such as morphine) and non-opioid analgesics for 
the treatment of neuropathic pain stemming from cancer (see abstract and see table 1). 
The artisan would be motivated to determine all operable and optimum conditions, 
including the treatment of neuropathic pain, such as cancer pain comprising 
administering the combination of flupirtine and an opioid, such as morphine. 

Claim 46 is rejected under 35 U.S.C. 103(a) as being unpatentable over Nickel et 
al. (Regional Anesthesia and Pain Medicine: July/August, 1993, Vol. 18 No. 4 Page 4) 
and Grond et al. (Pain, 79 1999) as applied to claims 43-45, 48 and 49 above, and 
further in view of Perovic et al (Neurodegeneration, Vol. 4 pages 369-374 (1995)). 

Perovic et al. teach that flupirtine is a clinically safe compound with drowsiness 
reported in only 10% of cases (page 373, column 2). Since the dosage of the opioid is 
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not disclosed, then the claim encompasses an almost negligible amount of opioid and 
as such overt sedation would not occur since it is dose related. 

It would have been made obvious to one of ordinary skill in art at the time it was 
made to employ a non sedating combination of flupirtine and an opioid motivated by the 
teaching of Perovic et al. that flupirtine caused drowsiness in only 10 % of cases 
combined with the well known fact that sedation of opioid analgesics is dose related and 
since the claims do not disclose the dosage, they encompass a negligible amount of 
opioid. Further, Nickel et al. teach that flupirtine weakens morphine induced behavior 
changes (see methods/results). One having ordinary skill in the art at the time the 
invention was made would reasonably deduce that sedation is one of the primary 
behavior changes that morphine induces. 

Claim 47 is rejected under 35 U.S.C. 103(a) as being unpatentable over Nickel et 
al. (U) Regional Anesthesia and Pain Medicine: July/August, 1993, Vol. 18 No. 4 Page 
4) and Grand et al. (V) (Pain, 79 1999) as applied to claims 43-45, 48 and 49 above, 
and further in view of Devulder at al. (U). 

Devulder et al. teach the dose of flupirtine for treatment of neuropathic (central) 
pain is 300-600 mg/day. The instant claim is drawn to 0.5mg/kg to about 20 mg/kg of 
body weight. Translating the dose of Devulder et al. to mg/kg based on an average 80 
kg human the dosage would be 3.75 mg/kg 1 to 7.5 mg/kg 2 . This dosage amount is 



1 300 mg / 80 kg = 3.75 mg/kg 

2 600 mg / 80 kg = 7.5 mg/kg 
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encompassed by the claimed amount of 0.5 mg/kg to about 20 mg/kg. A prior art 
reference that discloses a range encompassing a somewhat narrower claimed range is 
sufficient to establish a prima facie case of obviousness." In re Peterson, 315 F.3d 
1325, 1330, 65 USPQ2d 1379, 1382-83 (Fed. Cir. 2003). See also In re Harris, 409 
F.3d 1339, 74 USPQ2d 1951 (Fed. Cir. 2005). 

It would have been made obvious to one of ordinary skill in art at the time it was 
made to employ 0.5 mg/kg to about 20 mg/kg of flupirtine in the composition combined 
with another opioid agent, such as morphine to treat neuropathic pain motivated by the 
teaching of Nickel et al. and Grand et al (supra) and the teaching of Devulder et al. who 
teaches that the dosage of flupirtine for central (neuropathic) pain is 300 to 600 mg/day 
(approximately 3.75 mg/kg to about 7.5 mg/kg). 

Claim 50 is rejected under 35 U.S.C. 103(a) as being unpatentable over Nickel et 
al. (U) Regional Anesthesia and Pain Medicine: July/August, 1993, Vol. 18 No. 4 Page 
4) and Grand et al. (V) (Pain, 79 1999) as applied to claims 43-45, 48 and 49 above, 
and further in view of Cleary (Cancer Control, 2000 ). 

Cleary teaches that cancer pain can have a neuropathic component (page 122, 
column 2 "character"). It further identifies specific cancers for which such neuropathies 
occur, such as colon cancer, non-small cell lung cancer and multi-organ system failure 
associated with cancer (page 121 , column 2 bridging to page 122). Cleary also 
discloses that although opioids are the mainstay of cancer pain management, adjunct 
therapy is recommended. Adjuvant medications may result in a decrease in opioid dose 
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with an associated decrease in side effects and adjuvant therapy is often useful with 
opioids in the treatment of neuropathic pain . (page 1 27, column 2). 
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